Letter to the Editor.
We read with interest the article by Kilic et al. about a 4 months old male with dysmorphism, hypotonia, developmental delay, tetraspasticity, respiratory insufficiency, impaired hearing, and bilateral inguinal hernia (Kılıç et al. 2017) . Cerebral imaging revealed Leigh-like lesions, volume loss of the thalami, and white matter lesions (Kılıç et al. 2017) . We have the following comments and concerns.
The patient had a double trouble (Kılıç et al. 2017) . A chromosomal defect and a nuclear mutation. Which of these two variants was responsible for the phenotype? Dysmorphism, hypotonia, developmental delay, tetraspasticity, respiratory insufficiency, impaired hearing, and bilateral inguinal hernia have been also reported in patients with Down syndrome (Picciotti et al. 2017) . How can the authors be sure that these presentations were the phenotypic manifestations of the MRPS22 variant?
The MRPS22 variant was found in the homozygous form in the index case (Kılıç et al. 2017) . Were the two parents also tested for the mutation? Since they were consanguineous it is quite likely that they carried the mutation each in the heterozygous form. Did either of the parents manifest clinically? Were other siblings clinically affected? Were other siblings tested for the mutation?
The patient had progressive quadruparesis and tetraspasticity (Kılıç et al. 2017) . Was weakness solely attributable to the cerebral lesions or did the index case also develop myopathy? Was the patient ever investigated for muscle involvement? Did the cerebral lesions progress with deterioration of the phenotype?
Cerebral lesions in patients with Leigh syndrome may go along with epilepsy (Hallmann et al. 2016; Tarnopolsky et al. 2013) . Particularly myoclonic epilepsy has been reported in Leigh patients (Tarnopolsky et al. 2013) . Did the index case ever develop seizures and did EEG recordings show paroxysmal activity? Was the family history positive for epilepsy? Did any of the first-degree relatives receive antiepileptic drugs?
Patients with Leigh syndrome frequently manifest with lactic acidosis of the cerebrum (Jurkiewicz et al. 2011) . Did the index case undergo lumbar puncture and which were the results? Was MR-spectroscopy carried out to see if lactate was elevated in the central nervous system or not? Seizures have been also reported in the case reported by Smits et al.
The patient was followed-up for four years and the disease course was obviously progressive, particularly in the cerebrum (Kılıç et al. 2017) . Was the patient also investigated for progression of involvement in organs other than the cerebrum, such as the eyes, ears, heart, lungs, endocrine organs, intestines, kidneys, blood, or skin?
Overall, this interesting case could be more meaningful if more clinical data and more data about the parents and other first-degree relatives would have been provided. It is essential that the phenotype of the chromosomal defect is clearly delineated from the phenotype of the MRPS22 variant.
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